Introduction
Gastric cancer is the fifth most frequently diagnosed cancer all over the world with one million new cases occurring every year. 1 However, despite progress in tumor diagnosis, surgery, and drug therapy, the prognosis of gastric cancer remains poor. 2, 3 Malnutrition is common in gastric cancer patients consequent to inadequate digestion and nutrient absorption. 4 In comparison, sarcopenia, an age-related syndrome associated with functional disturbance and disability, is distinguished by reduced skeletal muscle and low muscle strength plus physical performance. 5 This condition can result due to many causes, such as malnutrition, aging, inactivity, inflammatory disease, and cancer. 6 This syndrome has come up as a measure of the physiological reserve for the body. Besides age, body mass index (BMI), albumin, and comorbidities, [7] [8] [9] [10] previous studies confirmed
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lin et al that sarcopenia influenced total postoperative complications and overall survival of gastric cancer patients. 11, 12 From the beginning of production of cancer cells to the occurrence of cancer cachexia, inflammation plays crucial role in each step of cancer progression . [13] [14] [15] Currently, the platelet/lymphocyte ratio (PLR) 16 and neutrophil/lymphocyte ratio (NLR) 17 are gradually gaining more attention as indicators of systemic inflammatory response (SIR). Several studies have revealed that PLR and NLR could be identified as indicators predictive of advanced stage, lymphatic metastasis, treatment response, and prognosis in some types of carcinoma. [18] [19] [20] [21] A pilot study has suggested that the accuracy of large platelet/lymphocyte ratio (LPLR) was superior to that of PLR in patients with cancer . 22 We assumed that SIR may be relevant in identifying patients with sarcopenia.
To our knowledge, however, no relevant research has elucidated the association between SIR and sarcopenia for gastric carcinoma, especially for operable gastric cancer. Furthermore, the majority of studies regarding sarcopenia have been retrospective and all have used skeletal muscle mass as the single diagnostic parameter of sarcopenia, neglecting the importance of muscle strength and physical ability, which constitute indispensable parts of sarcopenia as well . 23 Therefore, this prospective study was designed to analyze whether SIR, including PLR, NLR, and LPLR, is associated with sarcopenia in gastric cancer patients who undergo radical gastrectomy.
Patients and methods study population
We identified consecutive patients of the First Affiliated Hospital of Wenzhou Medical University, Zhejiang, China, who were diagnosed with operable gastric cancer between February 1, 2015 and December 31, 2016. The inclusion criteria were: 1) need to undergo radical gastrectomy; 2) performed preoperative CT examinations less than 2 weeks prior to the operation; and 3) able to walk and grip within 7 days before the operation. Considering the stable blood parameters, the exclusion criteria were the following: 1) occurrence of another malignancy during the 3 years prior to surgery; 2) an emergency operation; 3) preoperative chemotherapy or radiotherapy; 4) severe bleeding or immune system disease; 5) severe inflammation, such as secondary peritonitis. Based on the abovementioned criteria, 73 patients were excluded. Finally, 670 patients were included in this study.
Preoperative factors
All the data about patients were collected prior to surgery: 1) personal information, including age, sex, BMI, ASA grade (according to the standard proposed by the American Society of Anesthesiologists), and surgery history; 2) tumor characteristics, including tumor location, histological type, and TNM stage of tumor; and 3) blood routine index, including neutrophil, platelet, lymphocyte, and large platelet count. The histopathological types were defined as "differentiated (well/moderate)" or "undifferentiated (poor)". We performed nutritional risk screening (NRS-2002) within 24 hours of admission. Total score of 3 or greater than 3 were regarded as nutritional risk. 24 The treatment for gastric cancer was based on the Japanese Gastric Cancer Treatment Guidelines 2010. 25 Surgery history was defined as surgery that has been performed in the past including abdominal surgery.
Definition of sarcopenia
Based on the European Working Group on Sarcopenia 23 and the Asian Working Group for Sarcopenia, 26 low skeletal muscle mass plus low muscle strength were considered as sarcopenia.
A cross-sectional CT image of the third lumbar vertebra (L3) was selected for valuing muscle mass. 27 Skeletal muscles were separated from other tissues by a Hounsfield units threshold range from 30 to 150. 28 The muscles of L3 region include psoas, external obliques, internal obliques, erector spinae, quadratus lumborum, transversus abdominis, and rectus abdominis. Tissue borderlines were manually drawn out. To decrease the bias, one investigator who was blinded for the patient was well-trained to identify and measure the muscle area by a professional imaging software (INFINITT PACS software version 3.0.11.3 BN17 32 bit; INFINITT Healthcare Co., Ltd, Seoul, Korea). was well-trained to identify and measure the muscle area. L3 muscle cross-sectional areas computed from each image were normalized for height (m 2 ) to acquire the L3 skeletal muscle index (L3 SMI, cm 2 /m 2 ). 29 Being indispensable indices, preoperative grip strength and 6 meter usual gait speed were also determined, which, respectively, reflect muscle strength and physical performance. 12 Grip strength was calculated by electronic hand dynamometer (EH101; Camry, Guangdong Province, China). Patients were asked to squeeze the device with all strength by using the dominant hand. Six-meter usual gait speeds were calculated by asking patients to walk through 6 m, clocking from the first foot to the last foot over the finish line. The two tests were performed within 7 days before the operation. The maximal value of three consecutive tests was recorded.
In consideration of the ethnic differences between Asians and Europeans, 23, 26 (hand grip strength <26 kg for men and <18 kg for women); and 3) muscle performance (6 m usual gait speed <0.8 m/s). 26 
siR evaluation
Blood specimens were prospectively gathered within 7 days before the operation and translocated to sterile centrifuge tubes, which were carefully delivered to the clinical laboratory department. The neutrophil, lymphocyte, platelet, and large platelet counts were calculated by a hemocounter (XE2100; Sysmex Co., Kobe, Japan). The maximal Youden index values were selected as the cutoff points for NLR, PLR, and LPLR in the resultant receiver operating characteristic (ROC) curves. 30 The patients were divided into two groups, NLR and PLR, according to the cutoff points.
Validation data for PlR
According to the same criteria as described in the study population section, 162 patients were selected in our prospective database from January 2017 to June 2017 as validation group. The data about preoperative factors, definition of sarcopenia, and SIR evaluation were collected as mentioned earlier.
statistical analysis
We carried out the Kolmogorov-Smirnov test to confirm the normality of continuous parameters, for example, the neutrophil, platelet, and lymphocyte counts, along with the NLR and PLR. The Mann-Whitney U test was used to compare the non-normal distributed variables between the sarcopenia and non-sarcopenia groups. The performance of SIR in diagnosing sarcopenia was examined using the area under the ROC (AUROC) curves. The AUROC was expressed as plots of the test sensitivity vs 1-specificity. The sensitivity and specificity were also assessed. The chi-squared test was used to analyze the relationship between clinicopathological characteristics and the variables as well as in validation cohort. A multivariate logistic regression analysis was used to calculate the OR and 95% CI of the confirmed independent variables, based on the univariate analysis results. A value of P<0.05 was regarded as statistically significant. SPSS software version 22.0 (SPSS Inc., Chicago, IL, USA) was used to perform statistical analyses.
Results

Patient characteristics
Of the 670 patients selected, 504 were men and 166 were women. The median age was 65.0 years (interquartile range 58.0-73.0). Hypoalbuminemia was found in 172 (25.7%) patients. One hundred and four patients (15.5%) exhibited sarcopenia and 567 (84.5%) showed non-sarcopenia. Table 1 reports the detailed demographics and clinical characteristics of the selected patients.
Among the features of preoperative SIR markers in patients with sarcopenia, NLR (P<0.001), PLR (P<0.001), and LPLR (P<0.001) were significantly higher in patients with gastric cancer and sarcopenia than in those with non-sarcopenia. Lymphocyte count (P<0.001) was significantly lower in patients with gastric cancer and sarcopenia than in those with non-sarcopenia (Table 1) . White blood cell, neutrophil, and platelet counts were not relevant with sarcopenia. The ROC curves were used to further evaluate the variables that differed 
Clinicopathological characteristics associated with siR
Based on the ROC curve shown in Figure 1 , the cutoff values of the NLR, PLR, and LPLR for sarcopenia were set as 2.67, 116.85, and 59.41, respectively. According to the cutoff value, NLR sensitivity and specificity for sarcopenia diagnosis were 62.0% and 70.1%, whereas those for PLR were 91.3% and 31.8%, respectively. Groups of "high NLR (>2.67)" and "low NLR (≤2.67)" or "high PLR (>116.85)" and "low PLR (≤116.85)" were dichotomized. The data of groups of LPLR were not shown below. 
Univariate and multivariate analysis of clinicopathological characteristics
Univariate analysis of clinicopathological characteristics indicated that age (P<0.001), BMI (P<0.001), ASA (P=0.001), NRS (P<0.001), surgery history (P=0.036), histologic type (P=0.042), hemoglobin (P<0.001), diabetes (P=0.006), albumin (P<0.001), NLR (P<0.001), PLR (P<0.001), LPLR (P<0.001), node status (P=0.017), and T stage (P<0.001) showed significant differences according to sarcopenia status (Table 3) . Other variables such as sex and hypertension were found to have no significant association with sarcopenia.
Fourteen variables from univariate analysis (P<0.05) were chosen for multivariate analysis as potential independent risk factors. 
Validation cohort
Considering sensitivity of PLR as an important outcome measure in this study, we externally validated PLR. Detailed patient characteristics are listed in Table 4 . The cutoff value of PLR was defined as 116.85. The incidence in the group of sarcopenia was 16.7%. PLR (P=0.035) was significantly higher in patients with sarcopenia. PLR sensitivity of sarcopenia diagnosis was 88.9%.
Discussion
This represents the first study to examine the relationship of SIR with sarcopenia in gastric cancer. In our cohort of 670 patients, we observed that greater NLR and PLR were associated with sarcopenia at diagnosis. The findings support 
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lin et al the hypothesis that host-related SIR increases the incidence of sarcopenia. Furthermore, there were direct relationships between age, NRS, albumin, BMI, and diabetes with sarcopenia. Inflammation may cause malnutrition status; nevertheless, we suggested that inflammation and malnutrition jointly lead to sarcopenia in this study. 31 Sarcopenia may be a good indicator of malnutrition. Malnutrition, particularly protein deficiency, has been reported to cause immune impairment and reduce body strength. Conversely, although a pilot study had shown that the accuracy of LPLR was superior to that of PLR in patients with cancer, 22 justifying the inclusion of LPLR as one of our preoperative factors, this measure was found to be irrelevant to sarcopenia (P=0.137).
Age-related factors, inactivity, inappetence, and insufficient nutritional intake are defined as mechanisms that alter skeletal muscle strength. 32 Moreover, several lines of evidence show that the host-related inflammatory response reflects the body composition. Another report has suggested that the inflammatory response, previously acknowledged as a marker of prognosis in gastrointestinal cancer patients, is related with the basic characteristics of muscle wastage, for instance, decreased quality of life or increased risk of morbidity and mortality. 33 Our study shows that a similar relationship exists in gastric cancer: preoperative elevated NLR and PLR were associated with sarcopenia. In this study, elevated NLR and PLR were observed in half of the sarcopenia patients (57.7%). The finding that inflammation is associated with sarcopenia is consistent with a well-established prior literature on non-metastatic colon carcinoma. 21 The close correlation between sarcopenia and short-term and long-term prognosis of gastric cancer highlights the need for early nutritional status assessment. 11, 12 Given the complex diagnosis of sarcopenia, the presence of motor dysfunction or the lack of clinically acquired computed tomography images will misjudge the nutrition status of gastric cancer patients. Using PLR as primary screening test (a sensitivity of 91.3%) aids with the early, simple, and convenient identification of sarcopenia, which may facilitate the use of therapeutic intervention to ensure a successful perioperative management and postoperative rehabilitation, a high quality of life, and a longer likelihood of survival. Such treatments might include taking anti-inflammatory drugs, 34 following a Mediterranean-style diet, 35 and/or partaking in regular resistance exercise, which are evidenced to be valid and reliable in keeping and enhancing muscle mass and function in cancer patients, improve life quality, and effectively prolong survival. [36] [37] [38] This study was strengthened by its large sample size and prospective data collection. However, our study has several limitations. Firstly, we were unable to disentangle the network of two-way relationships among inflammation, sarcopenia, and cancer. Further research is needed to address this issue. Secondly, this was a single institution study. A multicenter prospective study including other regions is essential to overcome this limitation and broaden the generalizability of the study results. Thirdly, we defined 18 as the cutoff point of BMI, by which a group of people with sarcopenic obesity may have been ignored. However, in Asia, the incidence of sarcopenic obesity is low, with only rare individuals being ascertained in this study.
Conclusion
The present study showed that PLR and NLR could be related with sarcopenia in gastric cancer patients. The understanding of their mechanisms should be helpful as potential therapeutic targets. Furthermore, PLR, NLR, and other indicators may aid in distinguishing gastric cancer patients with sarcopenia, which would likely be helpful for further planning of timely nutritional intervention prior to surgery. Together with our findings, additional studies on NLR and PLR measures in combination with other known indicators should be explored to predict the risk of malnutrition in patients with gastric cancer in the future.
